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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including tine fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
10/14/2008 has been entered. 



Response to Amendment 

2. Claims 73, 78, 81 , 83, 84, 88, 90, 91 and 94 have been amended as requested in 
the amendment filed on October 14, 2008. Following the amendment, claims 73, 78, 81- 
86, 88-98 and 100 are pending in the instant application. 

Claims 73, 78, 81-86, 88-98 and 100, in so far as they read upon the elected 
species: an antibody agent directed against a sequence of SEQ ID NO: 1 , Sortilin, the 
neurotrophin NGF and wherein the condition is an "injury and/or dysfunction of the 
central and/or peripheral nervous system", are under examination in the instant office 
action. 

3. Any objection or rejection of record, which is not expressly repeated in this action 
has been overcome by Applicant's response and withdrawn. 

4. Applicant's arguments filed on October 14, 2008 have been fully considered but 
they are not deemed to be persuasive for the reasons set forth below. 
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Claim Objections 

5. Claim 92 and 95 are objected to for recitation of non-elected subject matter. 

6. Claim 81 is objected to because of the following informalities: Line 3 of the claim 
has a period In the middle. See MPEP section 608.01 (m), "Each claim begins with a 
capital letter and ends with a period. Periods may not be used elsewhere In the claims 
except for abbreviations. See Fressola v. Manbeck, 36 USPQ2d 1211 (D.D.C. 1995)". 
Appropriate correction is required. 

Claim Rejections - 35 USC §112 

7. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

8. Claim 81 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for falling to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The claim is vague and indefinite in that it recites "nerve 
damage aberrant sprouting in epilepsy". This condition is not know in the art and the 
metes and bounds are indecipherable. 

Claim Rejections - 35 USC §112 

9. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
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art to which it pertains, or with which it is most nearly connected, to mal^e and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

10. As currently amended, Claims 73, 78, 81-86, 88-98 and 100 are rejected under 
35 U.S.C. 112, first paragraph, because the specification, while being enabling for an in 
vitro method comprising exposing a receptor of the Vps1 Op-domain family to an 
antibody thereby inhibiting the binding of a proneurotrophin to the receptor, does not 
reasonably provide enablement for the method in vivo nor in any animal suffering from 
an injury or dysfunction of the central or peripheral nervous system, as required by the 
claims. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 

On pages 5-9 of Remarks filed October 14, 2008, Applicant traverses the 
rejection on the grounds that "Applicant need only show a reasonable expectation of 
success for antibody binding to the receptor" in order to be enabled for the method as 
claimed and "methods of making and screening antibodies are preformed routinely by 
those of skill in the art and accordingly do not need to be specifically disclosed in the 
instant application". Applicant further argues that methods comprising administration of 
antibodies in vivo and their ability to cross the blood-brain barrier were well-known in the 
art prior to filing. While these arguments have been fully considered they are not found 
persuasive to overcome the rejection for the following reasons. 

In Hoffer v. Microsoft Corp., 405 F.3d 1326, 1329, 74 USPQ2d 1481, 1483 (Fed. 
Cir. 2005), the court held that when a whereby or wherein clause "states a condition that 
is material to patentability, it cannot be ignored in order to change the substance of the 



Application/Control Number: 10/539,443 Page 5 

Art Unit: 1649 

invention." Wliile, in general, claim scope is not limited by claim language that suggests 
or makes optional particular steps, language that structurally or materially limits the 
claim is given weight. Such is the case here where the method of the claims is 
materially limited to exposing a receptor in a specific subset of animals, "animal 
suffer[ing] from an injury or dysfunction of the central or peripheral nervous system", to 
an antibody that binds said receptor. Therefore, the nature of the invention is drawn to 
treatment of an injury or dysfunction of the central or peripheral nervous system 
comprising in vivo exposure to an antibody raised against a receptor of the Vpsi Op- 
domain family. Dependent claims specifically recite the animal of the claims can suffer 
from a long list of encompassed pathological conditions, such as, Alzheimer's disease, 
Parkinson's disease, Huntington's chorea, stroke, ALS, paralysis, peripheral 
neuropathies, necrosis or loss of neurons, nerve damage aberrant sprouting in epilepsy, 
schizophrenia, epilepsy, multiple sclerosis, Down's Syndrome, nerve deafness, 
Meniere's disease, or neuropathies attributed to gastrointestinal tract, atony of the 
urinary bladder, post-polio syndrome, and AIDS, or hereditary neuropathies such as 
Charcot-Marie- Tooth disease, Refsum's disease, Abetalipoproteinemia, Tangier 
disease, Krabbe's disease, Metachromatic leukodystrophy, and Dejerine-Sottas 
syndrome. Thus, the claims broadly encompass methods for the treatment of any injury 
or dysfunction of the central or peripheral nervous system comprising administering any 
antibody to a Vspl Op-domain receptor and inhibiting the binding of any neurotrophin. 
As such the scope of the methods is that it can be successfully performed in an 
unreasonable number of pathologically distinct conditions, both acute conditions 
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presumably requiring acute modes of antibody administration and hereditary conditions 
that would presumably require chronic exposure to said antibody. 

The invention is based on the finding that modulation of the Vpsi Op-domain 
receptor family affects neurotrophin or pro-neurothrophin activity. The instant 
specification provides no evidence of a single specific antibody that binds to a receptor 
of the Vps1 Op-domain receptor family, nor does it provide evidence that such binding 
mediates a physiological effect that could be used in any animal suffering from an injury 
or dysfunction. For many of the broadly encompasses dysfunctions or injuries there is 
no evidence within the art of a nexus between Vsp1 Op-domain receptor function and 
disease etiology, pathology or symptomology. Thus, there is no evidence of record that 
exposing a receptor of the Vpsi Op-domain receptor family to an antibody that binds said 
receptor and subsequently inhibits the binding of a proneurotrophin, would mediate any 
in vivo effect, as claimed. Furthermore, the specification provides no guidance or 
working examples of any specific antibody, nor does the disclosure provide guidance or 
direction that the method was successfully achieved in vivo or present evidence of an in 
vitro model that would be predictive of success in vivo. Absent such guidance, one of 
ordinary skill in the art would require undue experimentation to discover how to practice 
Applicant's invention, as currently claimed. 

The state of the art at the time of filing was unclear as to the physiological role of 
the Vpsi Op-domain receptor family. On page 4 of the instant specification. Applicant 
states "some progress has been made as to an understanding of the role of this family 
[of receptors]". Examiner maintains, for reasons of record in the Paper mailed 
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1 0/24/2007, that, at the time of filing, the state of the art with respect to a function of 
these VsplO-domain receptors was speculative at best. Prior to filing, it was known that 
Vpsi Op-domain receptors are capable of binding antibodies in vitro (Jacobsen et al.. 
The Journal of Biological Chemistry, 271 (49):31 379-31 383, Decembers, 1996; Nielsen 
et al.. The Journal of Biological Chemistry, 274(1 3):8832-8836, March 26, 1999). 

While the skill level in the art is high, the level of predictability is low. Examiner 
does not refute the clinical use of monoclonal antibodies and even specific modifications 
that may deliver antibodies across the blood-brain barrier as stated in Remarks pages 
8-9, however, in order for an antibody to cross the blood-brain barrier it requires both 
specificity and modification or engineering. The instant specification fails to identify 
even one antibody that can be used in the method, and broadly claims that any antibody 
that binds to the Vpsi Op-domain family of receptors can be used with a reasonable 
expectation of success. Since even the current art teaches that unpredictability remains 
and that specificity and validation are crucial for a reasonable expectation of success for 
the use of antibodies as CNS therapies, then one of ordinary skill in the art would have 
to rely on the guidance within the instant specification in order to practice the method as 
claimed. However, the instant disclosure has not provided guidance as to how the 
invention may be practiced to the full scope of the claims. 

The standard of an enabling disclosure is not the ability to make and test if the 
invention works but one of the ability to make and use with a reasonable expectation of 
success. A patent is granted for a completed invention, not the general suggestion of 
an idea and how that idea might be developed into the claimed invention. In the 
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decision of Genentech, Inc, v. Novo Nordisk, 42 USPQ 2d 1001, (CAFC 1997), the 
court held that: 

"[p]atent protection is granted in return for an enabling disclosure of an invention, 
not for vague intimations of general ideas that may or may not be workable" and 
that "[t]ossing out the mere germ of an idea does not constitute enabling 
disclosure". The court further stated that "when there is no disclosure of any 
specific starting material or of any of the conditions under which a process is to 
be carried out, undue experimentation is required; there is a failure to meet the 
enablement requirements that cannot be rectified by asserting that all the 
disclosure related to the process is within the skill of the art", "[i]t is the 
specification, not the knowledge of one skilled in the art, that must supply the 
novel aspects of an invention in order to constitute adequate enablement". 
Examiner concludes that the instant specification is not enabling because one 
cannot follow the guidance presented therein and practice the claimed method without 
first making a substantial inventive contribution. In the instant case, one of ordinary skill 
in the art would have to first correlate VpslOp receptor blockade with the pathology of 
an injury or dysfunction of the central or peripheral nervous system, develop an 
antibody that binds said receptor and inhibits the binding of a pro-neurotrophin to said 
receptor, successfully expose CNS and PNS receptors to said antibody, and 
demonstrate a useful effect in an animal suffering from an injury or dysfunction in order 
to practice the method as claimed. Such experimentation is not routine but constitutes 
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undue experimentation in order to close tlie gaps between genetic, laboratory, and 
clinical data. 

Conclusion 

11. No Claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to STAGEY MACFARLANE whose telephone number is 
(571)270-3057. The examiner can normally be reached on M-W and ALT F 5:30 to 
3:30, TELEWORK-Thursdays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more Information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Stacey MacFarlane 
Examiner 
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/John D. Ulm/ 

Primary Examiner, Art Unit 1649 
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